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We, Yonghong Xiao and Richard Gedrich, hereby declare: 

1 . We are the named inventors of the subject matter claimed in the application referenced 
above. 

2. Prior to March 19, 2001, we conceived of and reduced to practice molecules 
comprising the polynucleotide sequence disclosed as SEQ ID NO:l 1 and the amino acid 
sequence disclosed as SEQ ID NO: 12 in the above-referenced application. 

3. The nucleotide sequence of a contig identified as SEQ ID NO:l 1 in serial number 
60/21 1,224 was extended by amplification and alignments with mouse EST and human 
genomic sequences. The nucleotide sequence of an extended contig containing a portion of 
the sequence of SEQ ID NO: 1 1 in serial number 09/879,792 was identified. The nucleotide 
sequence of the extended contig is shown on the attached copy of page 3 of laboratory 
notebook RB55202 and identified as "147.33 contig" (Exhibit A). 

4. The Basic Local Alignment Search Tool (BLAST) algorithm was used to extend the 5' 
end sequence of the 147.33 contig. The BLAST algorithm aligned human expressed sequence 
tags (ESTs) having sequence similarity with the 5' sequence of the 147.33 contig. The results 
of the BLAST searches were recorded on pages 20-23 of laboratory notebook RB55202. 
Copies are provided as Exhibit B. 

5. An EST, BE280394, was found to overlap the 5' sequence of the 147.33 contig. The 
BE280394 EST sequence was recorded on page 24 of laboratory notebook RB55202. A copy 



of page 24 is provided as Exhibit C. The alignment of EST BE280394 with the 5' end of the 
contig is shown in second column of page 20, the first column of page 21 5 and the first lines of 
the second column of page 21 (Exhibit B). 

6. To confirm that the 147.33 contig extended at its 5' end with the sequence of EST 
BE280394 included the sequence of a full-length gene, the extended 147.33 contig was 
translated by computer into an amino acid sequence. The translation of the extended contig in 
all possible open reading frames associated with the extended sequence was recorded on pages 
27 and 28 of laboratory notebook RB55202. Copies are provided as Exhibit D. The extended 
contig was confirmed to contain a full-length gene because its translation into an amino acid 
sequence identified a start (methionine) residue at its amino terminal end and the start codon is 
in frame with a predicted amino acid sequence encoded by the 147.33 contig. The translated 
sequence identified as the one encoding the protein shown in SEQ ID NO: 12 is underlined and 
begins "MERDSH The hand-written notes at the top of page 29 of laboratory notebook 
RB55202 identify the extended contig sequence as the sequence of the "147" full-length gene. 
A copy of page 29 is included in Exhibit D. 

7. Primers capable of amplifying the 147 full-length open reading frame were ordered 
based on the nucleotide sequence that encodes the translated protein. The oligonucleotide 
sequences ordered were recorded on page 30 of laboratory notebook RB55202, a copy of 
which is provided as Exhibit E. 

8. Human placenta cDNA was amplified using these primers to obtain the molecule in 
human genomic DNA that contains the 147 full-length open reading frame. The primers used 
to perform the amplification and the conditions of the amplification reaction were recorded on 
page 40 of laboratory notebook RB55202. A copy of page 40 is provided as Exhibit F. 

9. The amplification product obtained from this reaction was the predicted size for the 
full-length open reading frame. An agarose gel showing the amplification product obtained 
using the primers is shown in a photograph on page 41 of laboratory notebook RB55202. A 
copy of page 41 is provided as Exhibit G. 

10. The amplification product was extracted from the gel using the "QIAquick Gel 
Extraction Kit Protocol" and cloned into a vector sold by Invitrogen and referred to the "TA 
vector." The protocol used to clone the amplification product (full-length open reading frame) 
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into the vector was recorded on pages 41 and 42 of lab notebook RB55202. Copies of pages 
41 and 42 are provided as Exhibits G and H, respectively. 

1 1 . The vector containing the amplification product was transformed into E. coli TOP 1 0 
cells, as described on page 42 of laboratory notebook RB55202 (Exhibit H). 

12. The vector was extracted from the transformed E. coli and digested with restriction 
enzyme EcoRl to confirm the presence of the amplification product in the vector. The 
protocol "QIAprep Spin Miniprep Kit Protocol" which was used to obtain the vector DNA 
from E. coli, was recorded on page 1 of laboratory notebook RB55846. A copy of page 1 is 
included in Exhibit I. The conditions under which the vector DNA was digested and a picture 
of the agarose gel showing the results of restriction enzyme digestion are provided on page 7 
of laboratory notebook RB55846. A copy of this page is included in Exhibit I. The agarose 
gel on the laboratory notebook page confirms the presence of the 147 full-length open reading 
frame in each vector but for one. 

13. Vectors containing the amplification product were sequenced. The composition of the 
tubes containing the vector and primers used in the sequencing reaction were recorded on page 
8 of laboratory notebook RB55846. A copy of page 8 is provided as Exhibit J. 

14. The nucleotide sequence obtained for amplification product cloned into the vector was 
recorded on pages 15-17 of laboratory notebook RB55846. Copies of pages 15-17 are 
provided as Exhibit K. The recorded nucleotide sequence is identical to the sequence 
identified as SEQ ID NO: 1 1 in application serial number 09/879,792. 

1 5. The nucleotide sequence of the amplification product was translated into an amino 
acid sequence. This translated amino acid sequence was recorded on pages 17-18 of 
laboratory notebook RB55846. Copies of pages 17-18 are provided as Exhibit L. The 
recorded amino acid sequence is identical to the sequence identified as SEQ ID NO: 12 in 
application serial number 09/879,792. 

16. The dates on each of the attached Exhibits have been redacted. All of the work 
described in paragraphs 3 through 15 was performed in the United States and completed 
before March 19,2001. 
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We hereby declare that all statements made herein of our own knowledge are true and that all 
statements made on information and belief are believed to be true; and further that these were 
made with the knowledge that false statements made willfully are punishable by fine, 
imprisonment, or both a fine and imprisonment under Section 1001 of Title 18 of the United 
States; and further that false statements made willfully may jeopardize the validity of any 
patent issuing on an application in which the false statements were made. 



Date YonghongXiao 
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06/09/03 16:14 FAX 617 Mi 5499 



LION Bioscience Research 
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We hereby declare that all statements made herein of our own knowledge are true and that all 
statements made on information and belief are believed to be true; and further that these were 
made with the knowledge that false statements made willfully are punishable by fine, 
imprisonment, or both a fine and imprisonment under Section 1001 of Title 18 of the United 
States; and further that false statements made willfully may jeopardize the validity of any 
patent issuing on an application in which the false statements were made. 




4 



SUBJECT 



BAYER 



CORPORATIO 



j rstr»<ui| 

1 GAATTCCCCC TTGCTTTCAG AATCCATCTC CACCAAGAAC 
41 ACCTTGA«CJ CCAftCATCtC CAflCCCAGCT ATCTCCAGCT 

91 gCCxcacctc cacc cco ccc atctccaqcc caggcatctc 

121 CACCCCAOGC ATCTCCACCT CCCACACCTC COGGCCGCGC 

Lfll ATCTCCAGCC CAGGCATCTC CAGCTGGTAC ACCTCCACCC 

2fll CCCGCATCTC CAGGCCGGGC ATCTCCAGCC CAGGCATCTC 

241 CAGCCCAG« ATCTCCGGCT CP«CATCAC TTTCCAGGTC 

2(11 CTtATCCGGC ACCTCATCAT CCCCCACCTC ACCCTCSGTG 

321 ACAACCTCCC CAACCACACT GTACCTTGTT AGAGCAACaC 

ui cagtGCGgcc tctacccatc cgatcatctc ctgCCAGOTC 

«01 AQCACCACCA ACCACCCCCA CCACCCACAG CCCACCTACC 

;U ACCCTCCCCA ACTTCACCTG GCGGGAGtSGC CACAACCAGC 

i91 TACCCCTCAT CGGGTGCGTG CTCCTCCXA TTGCCCTGGT 

531 CGTTTCGCTC ATCArcCCTCT TCCAGTTCTC CCAGGGCCAC 

5*1 ACAGGGATCA «Q¥ACAACCA CCaCACGCAC AGCTGTCCCA 

C01 AGCAOSCTGT TCGCKJTCAC GGCCTGCTCC ACTGGAACCT 

«u gaacactcac cagctcccct ccctgaggtt tgactcocac 

661 AACTCTCTCC TTAAAATCTA CTCTGGGTCC fCCCATCACT 
721 GGCTTCCCAT CTCTACCACC AACTGGAATG ACTCCTACTC 
ir.\ AGACAAGACC TGCCAGCAGC ' iW KPT C GA CACTGCTCAC 
801 CCGACAACCG AGGTTGCCC* CACGCATTTT occaacagct 
941 TCTCAATCTT GAGATACaAC TCCAOCATCC ACGAAAOCXT 
B&l CCAGAGWT GAATCCCCTT CCCAGCCCTA TAtCTCCCTC 
«i CJ«WMCCC ACTCCCCACT CACCGCCATG ACCCCflCGCA 
gfii TCGTWCACG CGGCCTCGCC TCCCATAGCA ACTCCCCTTC 
1001 GCaACTGAGT CTCCACTTCG GCACCA«Xa CATCTCTGCA 
1041 GCCACCCICA TTCAOCCCCA (STSCSTSCTC ACTCCCCCCC 
10ai JVCT CC TTCTT CCTCACCCGG GAGAAM* ICC TCCAOGGCTG 
lKl CAACCTCTAC GCGGGCACCa GCAACCTGCA CCAGTTGCCT 
Uai CACGCAGCtT CCATtOCCCA CATCATCATC AACAGCAATT 
1201 ACACCGATCA (^UCOACCAC TATCACATCG ccctcatgcc 
12 41 GCWCCAAC cccctcaccc tctccgctCa catccaccct 
trftl GCTTCCCTCC CCATGCATCC ACAGACCm ACCCTCAATO 
1321 AGACCTOCTC CATCACAGGC TTTGGCAAGA CCAGCGAGAC 
nil ACATCACAAG ACATCCCCCT *CCTCOCCGA GGTCCAGSTC 
liai AATCTCATCG ACTTCAAGAA AT5CAATCAC TACTTGWT 
1«41 ATGACAGTTA CCTTACCOCA AGGATCATCT GTGCTGGCCA 
iflai CCTTCGTGGG OGCACACACT CCTCCCACCG AGACACCCCC 
ibjl CCCCCTCTWS fCTCTCACCA GAACAACCGC HSCTACCTGC 
1561 CAGGTGTC*C CAGCTCCCCC GCAGCCTGTG GCCAGACAAA 
IS 01 CAAACCTGCT CTCTACACCA AAGTOACACA ACTTCTTCCC 
TCCATTTACA CCAACATGGA GAGC5ACCTC CCATTCAGAA 
\aa\ A A ' lt-L ' lA ACC ACCTGOCCTS CWCTCTCCA CAGtACCfiGC 

1711 toctctcaCt aaOGCCgaat tc 
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>COOl»JTl 11 1 1 «1T ■ Tl.'lJ.ZCeontlu2:l 

(MACAccTcauwcaKwCA'rcTWAwocaaicwrarak^^ 

!TCrrCC»C(SKll£3GCaTCTO*OClOQTftCAC^ 
CA0C«W0CATCTOSKK!TCTe^TOCtT«CA0^ 

ACAj u: ci c c ca uecA0AOTqTAegrTgr r j>gj c autcAcaiuT»y'^^ 

jSoAOTaACoScTO^^ JVlL'iU. > 'IAAAATCI AL I L i^AAJ iV< V.TWSftTCAOT 

CCCTTCCcATCTOT A0C*OC AACTCQ JUITO JMZTCrtACTCAQ *QAi<l*CtnWC WCacCTCQOTTTCWWWroCtCAC 

CCacaCCTCtT^TOCttirrOCCAQCOOrAT Al^lLLL ILtA OTOTMCCACaiOOQAeTaAQQOCCfcTDACCqQ^qqA 

O^O O TOT Aa5C C « 7^^*QC*ACCTOC*CC* UI !ULLl U W^A< )CCT CgAT^0 COa*aATei ^TC *AC*P C>ATT 
ACACCCATaaCCaGCACOHCTAttlAC fcTeOCCCTCAl-OWUC T O 1 CA A0W jCTOAec CTqTC OOCTC*CATCCACCC7 
OCTTOCeTOeCCAT^mgCCACJW^CTTTAflCCTC^ 1U'. lk^iATCAX;^U'ATTTO«"'C»*tlXOCA030AC»C 

CAAA Ct. lUU 1 0 TO T WACCAAACTQ AC AO AA U 1 i I T I CC C T^ATTff* CAOCAAOATQO ACA^CT ACOTOW A'tTCAAKA 
AATCCTAATCAOrttfiWT'WTOPrCTOCACA^CACCOOCTOCTaTaACrAAOOOCOAATTC 
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Start is an Ncol site. 

My predicted sequence diverges from the 5' end of BE280394 and a 
consensus splice acceptor (CAG) . 
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IiBRZ Oligos 

CoolEST 147- oligos to MY predicted genomic sequence 



RGL0054 

Cloning primer 23-mer to BE280394 sequence 
5' CTC AGA GAC CAT GGA GAG GGA CA 3' 



Sense Sequencing Primer 2l-mer; bases 331-351 of 
147.33.49.28contig2 

S' CAA CCA GAG TGT ACC TTG TTA 3" 
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antiense Sequencing Primer 20-mer; bases 441-460 of 
147 . 33 . 49 . 28contig2 

5* CAG GTG AAC TTG GGC AGG CT 3' 
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QIAquictt Gel Extraction Kit Protocol 
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QIAprep Spin Miniprep Kit Protocol 

using 0 microcentrifuge 

This protocol b designed for puflllcoSon of up to 20 of higlwpy plow-id DMA from 
|-5*d overnight culture* of E . ccfi in t£ {LuftoSenoriiJ mediw*. For puriWon of low- 
copy plasmids end COimkjj, largo ptaimioS (>1Q lb), ond DMA prvpoftd whig other 
mptHodi, rotor to (do recommendation* Ort pa 30 31. 

t ptctno reod Important Notei for QIAprep r*e>tf*dufes on pages li-13 before Uarh'ng. 

Procedure 

1. Resuipemf p<8eted b«xt*riel tc2s in 250 jH of 5vfkr PJ and tranxfer fa a mlcrofurj* 
tub*, 

cmore ihot RNoao A has been added 1© Buffer PI . No «H dwp »hduld be visible 
after resuspenston of lha peK*t, 

2, Add 250 ytaf Buffer P2 cmd gwrffy invert the tube *-o «m« to mix. 

gently by invertag the tuba. Oo nor vortex. 05 (Mi will fetub In shearing ol 
genomic DNA. tf rwcmwy, continue inverting the tub* until the solution becomes 
viscous ond ^tighCy dear. Do not otW AW lyiii reaction to proceed bf moro than 
5 min. 

X Add 350 of Buffer N3 and mywrt d* rube immedkifely but oenlk/ 4-6 Srocv 
To a-c^d lowltjod praptahon, mU the totunon gently bur thoroughly, immediately 
after addition of Buffer N3. TSe ujJuttan iKouid become cWy. 

4. CenVifugetor 10 rain. 

A compocT whilo pellet will farm. 

During cenbrfugD&M, place a QIAprep spin column ro a 2-fnl coQedioA tub*. 

5. Apply iho jupernolnnta from step 4 fa the QIAprep cotunm by decanting or 
pipetting. 

6. Centrifuge 30-60 set $Wo#d the flow-Anwgft. 

7. (Optional): Wcih QIAprep «w» column by odd***) 03 ml of Buffer PS end 
centrifuge 30-60 tec. Discord me flpw-tiwotigh. 

Tbfs Hop »* n^c^Ktfy to rwmove trace nudmn* ocrhrfiy when using onrfA* jlmin* iwch 
at iho JM series, HBI01 and Pi (feiivoitveA, or ony wil^yp* strain, which have high 
levels of nwlecrw otfviry or high caAom/drQto content. Host strains wch vt 1 Gh* 
and OHSa™ do not require this ocVdHonolwoiHuep. 

8. Wbih OtAprep spin coluirm by oddlng 0.75 ml of Bv^ « and certrffuglng 
30-60 sec 



PW/cf df /0,-C6C> rp/7i £r £ minutes 

ntKi hn*>..3L do., a min^rep .... 

Secure.. ?>CS5S bQc^vsoA. C^lHv.^. 



SIGNED 



WITNESSED AND UNDERST OD BY 



. DATE . 
. DATE 



3 
4 

_6 
7 
8 



9. Dittard the fkTvtrthrwgK end centrifuge hx on oddmond 1 min to rt<r*>>6 micniol 
vMOih buffV. 

I IMPOffTANT. fitiiduat wcuh buffer wilt not be completer? removed unlou <he 
flow4ircrug> is discarded befo'v additional contr ifugcllon. Residuol ethanol bom 
BvKor PE may inhibit uAuquent efizymoftc reocfioni. 

10. ri^QlApn^»Uw'uiodean 1.5-mJ mfcrofo^t lube.Toeiwhj C»<A,odd50ulof 
Buffer cB (10 mMTrad, pH B.51 Of HtO to m* <en*or of eocb QIAprep column, let 
itafld for 1 mm, ond ««frfr3uge (or I min. 



QIAprep Spin Miniprep Kit Protocol 
u*ing 5-ml collection tubes 

The QIAprep Spin Miniprep procedure can be performed using £ml eoAirifuga lubes 
(e.g., Greinw, Qti. No. M5101 or 1 15261) «<on*crio« *Am to decrease hondUng. 
The stoftdord prorocol on pogos 18-19 ihould be blbwed with ilm following 
modiTKaliaru: 

Slep Ax Haco QIAprep >oin column In a 5-ml centrifuge tube instead of o 2 «*! cJloc»on 
tube. 

%\wp hi Centrifuge ol 3000 x g for I min using a suUobte rotor (e.g., Beclmon* 
O^ctKR centrifuge ol -^000 ram), (the Row-through does no) need 'o be 
discord ed|. 

Steps 7 it 6' For washing steps, cePl'ifugation should be performed ol 30fO » 5 lor \ nun. 

(The now4{irough does not need lo be dixordvol. 
5tapfe Transfer O^Aprop column to o microfuge tube. Mi<to*«rtiri!jrib at maximum 

«p»od for 1 mm. Confirm** step 10 of the. piatocoJ. 



9 



1 P_. 
11 
12 
13 



ill.. 
15 

17_ 
18 
19 



20 _ 
i21 _ 

!23_ 

|24.._ 
25 



26 
27 
28_ 
29_ 

34 



8 



BAYER CORPORATION £*f$*VH 



SUBJECT 



2 
3 



6 Sekckd o3 ..__f?j4.J...ctcncs . 



1. .(tulkxted ... Cuer av^V 
$>.<3.JJL<l 



Lisa ParVyn 



03:35 PM 



9 

12 



I 3 
14 

15 



To: Janice Jack*0ft/WESTH/PH/US/BAYER@9AYE FWJS-NOTES , Gwenda 

Ligon/WESTH/PHAJfi/BAYER(SBAYER-US-NOTES 
cc: Oavtd EusticeA/VESTH^H/US/BAYER@fiAYER-US-NOTES 

Subject' LBR) Sequencing 
Hi Jan anci Gwqn, 

These 8fe for the LBRJ #147 program. 

The vector Is pCRII . The host was Top 10 and the preps were done with the Qiagen kit. 
Thanks, 



16 

17" 

I 8 " 
1.1 

20 



21 



22 



23 
24" 



25 



26 
~27 
28 
29 
30 



31 



32 



33 



L&a 



1. 

2. 

3. 

4. 

5. 

6. 

7. 

8. 

9. 

10. 

11. 

12. 

13. < 

14. 

15. 

16/ 

17. 

18. 

19. 

20. 

21. 

22. 

23. 

24. 

25. 

26. 

27. 

28. 

Z$- 

30. 

31. 

32. 

33. 

34, 

35. 



RQ spi5 M13F 

RG~spl5 029 

R<Op)5J532 

RG spiS_033 

RGlspt5_034 

RG_spl5J>47 

RG~spl5_052 

RG_spl6 M13R 

RG_spI6jYl13F 

RG_spl6_029 

RG_5plB w 032 

RG~spl6J)33 

RG_spl6_034 

RG_fipl6_047 

RG_spl6 052 

RG splB_M13R 

RGlpla6_Ml3F 

RGj?la6_029 

RG_pte6_Q32 

RG_p)a6_033 

RG_j>la6 034 

RG^)la8 047 

RG_pla6_052 

RG j>la6_M13R 

RG_j>la7_Ml3F 

RGj>la7_029 

RG_pla7_032 

RGj?la7 033 

RG_pla7^034 

RG_p*s7l047 

RG_pla7 052 

RG_pla7_M13R 

RG_pt«8_M13F 

RG^ptafi 029 

RGj>laal032 



placid! 



3x 



36. 
37. 
38. 
39. 
40. 
41, 
42. 
43. 
44. 
45. 
46- 
47. 
43- 



RG _pla8. 
RG_pla8. 
RG_pleB. 
RGjilaS. 
RG_pl*3_ 
RG_pla3 
RGj>te3 
RGJ^ 
RGj3la3_ 
RG_pla3. 
RG_pla3. 
RG J>te3 
RGj>ta3. 



033 
034 
"□47 
'052 
"M13R 
M13F 
029 
032 
*033 
034 
"047 
*052 
M13R 



9* 



34 



SIGNED BY <rS/uM^ ^Q^Jr^p^- 



DATE 



WITNESSED AND UNDERST OD BY 



.MS,. A ^ h6A w'fc /DATE 



BAYER CORPORATION 



15 



SUBJECT LBRX 




— canflcanW - P«e<W o> Ineyts Senomiu. Inc. UteTsola Veraon 3.1 SeqServ* 

J co0lEST147:147spl5:2 



1 

2 
3 
4 
5 
6 

z 

8~ 



i ■ CLUSTAL W (1.7) Multiple Sequence Alignments 



.Sequence format is Pearson . 
Sequence 1: coo 1 EST147JL4 7 apl3_2 1767 *p 

Sequence 2= cooLESTl47_147FLconaensus_2 1 b P ~ 

' Start of Psirwisc alignments 

Aligning- - . 

- sequences (1;2) Aligned. Score; 100 

Stare of Multiple Alignment 

-There arc 1 groups 

Aligning... ■ 

Group l: Sequences-- 2 Scare: 3 3Z 13 

' Alignment Score 13534 

CLUSTAL- Alignment file created [baaa03S4O-aln] 

" CLUSTAL M CX .7) multiple sequence alignment 

1PCT1i1 u ,„ ls 2 gGACACCTCOVCWCCOX^^ "" 



9 

jio~ 
n" 

J2_" 
J 3 " 
14 
15 
V5 _ 
17 " 
J8 
19 
20 
21 
~22 
"23 
24 
25 
26 
27 
28 
29 
30 
31 
32 
33 
34 



SIGNED BY. 



WITNESSED AND UNDERSTOOD BY 



DATE. 

rfcU^ date 



16 



BAYER CORPORATION &&TStH t 



SUBJECT l-RKT 



1 

2 
3 
4 
' 5 
6 
7 
8 

.9 
10 

11 
12 

13 

14 

15 



16 
17 

19 
20 
21 



22 
23 



COQlEST147^l47SDl5_2 
cool£ST;47*"l47FLcOrtsensuy_2 



C0O1EST147 147spl5_2 
C0tMEST147~147FLC0nscnKu2_2 



COOiEST147_l47$pl5^2 

COOl E$T1 4 7~14 7FLC0n5firt9US_2 



COOlEST147_l47spl5 - 2 
eoolEST147 - !,47FLconscrt3US fc 2 



COOlEST147_147spJW 
' eoolEST14 7"'l47FLcon5cn5u3_2 



COOl EST147_1 4 7:;pl5 - 2 
. coolE$Tl47 147FXcon5ensuB_3 



COOl EST14 ?_1 47SP1 5^2 
coolEST147 147FLcons«n3U5_2 



. eoolEST147_14 7cpl5 - 2 
coolSST147 147FIjConsert3U3^2 



coolSSTl47 l47spl5_2 
cool£ST1^72l47n 1 cgft3eA3US_2 



coolEST*47_147spl5_2 
caalSST147 !47FLconsensv5 2 



COOlESTl47_147splS_2 
cpd!EST147 l47flxor.3ens\JS_2 



COOlEST147_l 4 7S;pl5_2 

COOl EST 7, 4 7~ 14 7 FLCOH5 e. rt .3U S_2 



24 
25 
26 



27 
28 
29 
30 
31 
32 



33. 
34 



COOl EST1 4 7_1 4 7 spl 5_2 

COOl EST1 4 7~14 7 FLconsensus J2 



; COOl EST14 7^147 splS_2 

! COOlSST147"l47FLCoHscri3US - 2 



COOlESTI47_1476pl5 - 2 
; COOl£STl47 147PLCOnsensU5_2 



cool £$T14 1_\ 4 7 spl 5^2 
COOlSST147 l47Fl / con£6ftSUB_2 



COOlESTl 4 7_1 4 7 spl 5_2 
- COOlESTl 47 l47FLconscn$uB 2 



CQOlEST147 - 1475pl5_3 

coo 1 EST1 47*147 FLconsensus_2 



CCACGTACGAGCCTdCCCMCTTCACCTGGCGGGAGGGCCAGJW^CAGCT 
CCAGGTACGAGCCTtJCCCJ^GTTCACCTGGCGGGAGGGCCACAAGCAGCT 



ACCGCTCATCGCCTGCGTGCTCCrrCCTCATTGCCCTCGTGGTTTCGCrr^ 
ACCGCTCATCGGGTGCGTGCTCCTCCrCATTGCCGTGGTGGTTTCGCTCA 



TCATCC^CTTCCAGTTCTGGCAGG^CCACACACGX^TCAGCpTACAAGGAC 
TCATCCTCTTCCACrrCTGGO^GGG^ACACAGX^rCAGGTACAAGG^ 



»GAGGGA^GCTGTCCCAAG^^CG<rrGTTCGCTGTGA 
CACAGGGAGAGCTCTCCCAAGCACGCTGTTCGCTGTGACGG^TGGTGG^ 



CTGCAAGCTGAAGAGTGACGAGCTC^CTGCGTCAG GTT^ 
CTGCAAGCTGAAGAGTGACGAGCTGGGCTGCGTGAG^^'ITGACTGGGACA 



AGTCTCTCCTTAAAATCTACTCTGG<r^ 

actctctgcttaaatvtctactctggctcctcccatcagtggcttcccatc , 



tgtagcagcaactggaatgactcctactcagagaagacctgccagcagct 
tgtagcagcaactggaatg^crcctactcagagaagac ctgcc accagct 



gggtttcgagagtgctcaccgg^ caaccgagcttgcc cacagggattttg 

GGG^rrCCAGACrrGCTXACCGGACAACCGAGGTTO 



ccaacagcttctcaatotgagatacaactcc^ 
cca^cagcttctcaatcttgagatacaactccaccatccagcaaagcctc 



cacaggtctgaatccccttccc^gcggtatatctccctccagtgttccca 
caavg^ctgaa7^ccttcccag<^^a7atctccctccagtgtrcc^ 

ctgcggactgagggccatg^cgcgcggatc^^ 
ctgcggactgag^cc^tgaccgggcggatcgtgggaggggcgctggcct 



cggatagcaagtgg^cttg^caagtgagtctgcacttcgccaccacccac 
cggataggaagtggccttggcaagtgagtctgcacttcggcaccacccac 



ATCTGrrGGAG^CACGCTCATTGACGCCCAGTG^TGCTCACTGCCGCCCA 
ATCTCTGOAG^CACGCTC^TTGACGCCCAGTG^TGCTCACTGCCGCCCA 

ir «* ****** #■*«»**********••*****♦*»" w » * 



CTGCTTCTTC?rGACCCGGGAGAAGGTCCTG^GGGCTGGAAGGTGTACG 
CTG ITI ' l ' Cll 'CGTTacCCGGGAG AAGCjrCCTGCAGGGCTG^AAGGTGTACG 



cgggcac cagowicctgcaccagti^cctgaggcagcctccattgccgag 
cgggcaccagcaacctgcaccagttgcctgaggcagcctccattgccgag 



atcatcatc^cagcaattacaccgatgaggaggjicgactatgacatcgc 
atcatcatwc^gcaattacaccgatgaggaggacgactatgacatcgc 



cctcatgcggctgtccaagcccctgaccctgtccgctcacatcc^ccct 
cctcatgcg^kti^ccaagcccctgaccctgtccgctcacatccaccctg 



CTTGCCTCCCCOTGCATGGaCAGACCT^ v; . 

CTTGCCTCCCCATGOlTGGACAGACCTTTAGCCTCAATGAG^ S_ll_l_ Ji^ 

* : * t*b i ^ 



SIGNED BY 



WITNESSED AND UNDERST OD BY 



DATE 



BAYER CORPORATION 



SUBJECT /.6*r *W 



1_ 
2 



COOlEST^^lOsplS^ 

COO 1 EST14 7__1 4 7 FLC0nsc^us_2 



eoolEST147_147spl5_2 
coolESTl *7_14 7 FLconsensus_2 



coolESTl* 7 J.4 7 spl S_2 
eoolEST14 7~1 4 7 FLconscnsuS^a 



eoolEST147_l47spl5_2 
coolESTl 4 7_14 7 FLcon3eA3US_2 



COOlEST14 7_1 4 7 3pl5_2 
coolSSTl47 l477Lconsensu3_2 



CColS5T14?_l47spl5 w 2 
C0OlE5Ti47""l47FLcon*en3U6 2 



coolESTl 4 7J.47spI5_2 
C0OlEST147~147FLConscP5ufi_2 



coolEST147J.4?spl5_2 
coQlESTl47^l47FLconsensv5_2 

ccrol EST 1 t 7_1 4 7 spl 5_2 
coolESTl 4 7 i47FLcons&nsus_2 



ATCA.CACCCTTTGGCAAGACCAG<3GAG?VCAGATOACAACavCATCCCCCCT 



cctccgggacgtgcaggtcaatctcatcgact^caagaaatgcaatgact 
cctccg<*5aggtgcagctcaatctca^ 



ACTTG<yrCTATC»CA<rr^^ 

ACTTGGTCTATCAC^TTACCrTACCCCAAGGATGATGTGTGCTGGOGAC 



CTTCGTGGG&»<3AGACrCCTOX^GGGAGAC^CCGQ^ . 
Cn ' Ltf l ^ CCgOGAGRCTCCTGCCAGGSKa 



CTXn^GCAGAACAACCGCTGGTACCTGGCA^TCTCACCAGCTGGGGCA 
CTGTGAGCAGAACAACaSCTGGTACCTG^ ' 



CAGGCTGTGGCCAGAGAAACAAACCTGGTGTGT^ 

CAGGCTGTGGCCAGAGAAACAAACCTGGrrGTGTACACCAAAGTGACAGAA 



CrrrCTTCCCTGGATTTACACCAAGATGGAGAGCGAGGTCCGATTCAGAAA 
CTTCTT CCCTGCATTTACAGCAAGATG<^G AGCG AC<jTGCGATTCAC 



ATCCTAACCAGCTGCCCTGCTGCTCtCCACA^^ 

ATC CT AAC CAGCTGGC CTGCTG CTCTG CACAGCACCGt^TTGCTCTGA-CTC 



gagaaaaagccgaattc 



1. 

4 

5 



J3 

7 



8 



10 



11 



13 

14_ 

15 



16 



17 



18 



GAG AAA - 



19 



20 



21 



5&gk±Jk$tu&x£- ~~ 

Sequence format la Pearson 

Sequence It CoolE5TX47_147spl5-i-l - i 562 — =■ ■ - - 

Sequence 2* eoolEST147_147FLcansenBuS_3 5S2 aa 

Start o£ Pairwise alignmentB — - — 

Aligning..* 

Sequences (1:2) Aligned. Score: 100 . 

Start of Multiple Alignment 

There are l groups 

.. Aligning. 
Croup i: Sequences: 2 Score :7726 

Alignment Score 3604 

CLUSTAL* Alignment file created [baa*Q3SM3 .aln] 

CLUSTAL W U.7J multiple sequence alignment .. — - - 

ctsoiEs T i47 147*q1s+i i merdshgnaspartpsagasp^qaspa<^ppgraspaqaspad^pactp — 

coqI EST14 7^147 FLcorisensiiSjl ^^ OTOT ^ ? ^ TPSA ^ PAQ ^^^^»^!^*^TT 

CO01EST147 147S P 15*1 1 PGRASPAQASPAGTPPG1^SPCRASPAQASPARA5PALASLSRSSSGR5S .^CO^rU^ Cj<\. 

COOIEST147 U7S0l5*l 1 SMBASVTTSPTHVYLVRA?FVW^^ 

C^QlESTl^lM7FLCOR3^.2U3^3 SAHSASVTTSFTRVttVRATP^VPIRSSPARSAPATiaTR^WSLP • ■ 



22 



23 



24 



25_ 
26 



27 

_28_ 
29_ 

30. 
31_ 

J! 2 : 

33^ 
34 



SIGNED BY. 
WITNESSED AND UNDERSTOOD BY 



DATE 
DATE 



BAYER CORPORATION 



subject f,Bfer *ia^ 



COoLEST147_1475pl5^2 
eoolEST147 147FLconseri3U9 rf 2 



eoolEST147_147spl5_2 
coolESTU7 i47FLconsensus_2 



coolEST147_147splS_2 
eoolEST14 7_1 47 FLconsensua^ 



eoo LEST1 4 7_14 7 2 p 1 5_2 
COOlEST147 L47FLCOT15eA3US i _2 



COOlEST147_1473pl5_2 
. caolsSTl47 i477Lconsen3ua_2 



C0O1EST14 7_1 4 7 spl 5_2 
COOlEST147 147FLCOrv5e03UE T 2 



COOl£ST147 - 147sp!5_2 
cC»slESTl47^l47FLconscn5ua_2 



coolEST147^L47spl5_2 

cop I. EST147^1 4 1 FLconsensv5_2 



COOlSSTl-t7_147 5pl5_2 



eocl£ST147 i47FLconsensus_2 



ATCAC^GGCTTTGG<^AGACCAC^^ 
ATCACACCCTTTGGCAA(^CC^Gt3GAGACAGAW 



CCTCCGGGACCTOCAGGTCJATCTCA-TCGArTTCAAGAAATGCAATGACT 
CCTCCGGGAGGT^XIAGGTCAATCTCATCGACTTCAAGA^ 



ACTTGGTCTATGACAGTrACCrrAa:^^ 

ACTTGGTCTATGAC^TTACCTTACCCCAAGGATQATtjrcTGCTGCCG^ 



CTTCGTGGGGCCACAGACTCCTGCCAGGGAGACACCGGG^ 
CTTOttttGCCGCAGAGACTCC^ 



ctgtgagcagaacaaccgct GGTAC CTGGCAGGTGTCAC CAGCTGGGCCA 
CTCTXSAGCAGAACAACCGCTGGTACCTGGC^ 



CAGGCTGTGGCGAGAGAAACAAAC CT<3GTGT*n*ACACCAAAGTGACAGAA 
C^GGCTGTGGCCAGAGAAACAAACCTGCn'GTCTACACCAAAGTGACAGAA 



GTTCTTCCCTGGATTTACACCAAGATGGAGAGCGAGCnCCCATTCAGAAA 
CTTCTTCOTGGATTTACAGCAAGATG^ 



ATCCTAACC^GCTC^CTGCrGCTC^XACAGCAC 
ATCCTAACOVOrrGGCCTGCTGCTCTGCACA^ 



GAGAAAAAGCCGAATTC 



GAOAAA- 





Sequence formac ia Pearson 
Sequence 1; coolEST147_l47spl5i-L - l 
Sequence 2«- eoolBSTl47 BB l47FLconsenswS_3 
Start o£ Pairwise alignment b 
Aligning. . * 

Sequences (1:2) Aligned* Score i 100 
Start of Multiple Alignment 
There are l groups 
.. Aligning. . . 
Croup 1: sequences: 2 Score: 7726 

Alignment Score 3604 

CLUSTAL* Alignment file created [baaaQ3SM3 .aln] 
CLUSTAL W (1,7) multiple sequence alignment 



561 a» 

5S2 aa 



cool EST147_147 Spl 5+l_l 

cool ESTl 4 7~l 4 7 FLcona ensus^ 



COOlEST147_l47cpl5-l_l 

COO 1 ESTl 4 7~ I 4 7 FLcon? kASUS ^3 

COOlEST14?_l-47!ipl5*l_L 
coolESTi47~l-l7FLconser.su3 w 3 



iMERDS HCMA5 P ART P SAC AS P &QASP AGTP PGRAS PAQAS PAQAS P AGTP 
MERDSHGNAS PARTPS AGAS PAQAS P AGTP PG&AS PAQAS PAQASP ACTP 



PGRAS PAQAS PAGTPPCRAS PGRASPAQAS PARASPALASLSRSSSCjRSS 
PGRAS P AQASP AGTP PGRAS PGRAS PAQAS PARAS PALASLS RSSSGRS5 



SARSASVrrSPTRVYLVRAtPVGAVP IRSS P ARSAPATftATRESPGTS L? 
SARSASVTTSPTRVYtiVRATPVGAVPIRSS PARSAPATRATRESPGTSLP 




SIGNED BY. 



WITNESSED AND UNDERSTOOD 



DATE 
, DATE 
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BAYER CORPORATION 



SUBJECT Lfi£L *m 



2 

"V 
1 

5 
6 




7 
8 



9^ 
JIO 

12 



13 
15 



11. 
17 



COOlEST147^147splS*l_l 
CQOlESTl47~U7FLconscn5u;?_3 



COOl EST1 4 7_1 4 7 sp 1 0 r I_l 
coolESTl47 l47Fl.conflensus 3 



COOlSST147 - 147Bpl5*l_l 
coolEST147 - i47FLccirisen3US 3 



coolEST147_147splS**_l 

coo 1EST1 4 ?" 1 4 7 FZ,Consensus ^3 



COOl£ST147_147spl5«.I_l 
COOlEST14?"i47FLc0n«en3U3 3 



COOlE$T147_l47spl$» 1_1 
coolESTl47 l47FLcon£ensus 3 



COOlEST147_147apl5*l_l 
coolEST147 l47FLconser.sw& 3 



COOlEST147_1473pl5+l_l 
coolESTl47 l47FLconsensus 



COOlEST147_147spl5+l_l 
COOlEST147 147FLCcn5Cn5US 3 



KFTWREGQKQLPLIGCVLLLIALVVSLI ILFQFWQGHTGIRYKEQRESCP 
KFTWRE(3QKQl.Pl,IGCVLLL I ALWSI.I I LFQ FWQGHTGI RY KEQRESCP 



KHAVRCIXlNA^CKLKSOELGCVRPDWDKSLLiClYSCSSHQWLPICSSNWN 
KHA VRCIX5 WDCKL KSD£ LOCVR FDWD KB LLK I YSGSSHQWLP I C5SNWN 



DSYSEKTCQOLGFESAHRTTEVAHRDFANSFSILRYNSTlQfiSLKRSECP 
DS YSEKTCQQLGFESAHRTTEVAHilDFANS FS I LRYNSTIOESLHRSECP 



SQRYISIiOCSHCGLRAMTGRIVGGAIJ^DSKHPWQVSLKFGTTKlCGGTL 
SOR Y I S LQCSHCGLRAMTGR IVGGALAS DS KWFWOVSLHFGTTH I CGGTL 



I DAQWVLTAAHCF7VTREKVLEGWKVYAGTSNLKQLPEAAS I AEI I IN5N 
IDAaWVLTAAHCFFVTREKVLEGWKVrrAGTSNLHOLPEAASTAEIIINSN- 



YTDEEDDYDIAlJiRLSKPLTLSAHIIIPAJCLPMKCOTFSUrcTCWITGFGK 
YTOEED D YD I A LMR LSKP LTI*S AH IHPACLPMHGQTFSLHETCWI TG FG K . 



TRETDDKtSPPUEvavNLlDFKKCNDYLVYDSYLTPRMMCAGDLRGGRI} 
TRETDDKTS P FLRE VQVNL I D FKKCND VLVYDS YLTPRMMCAGDLRGGftO 



SCQGDSGGPLVCEQNNRWYLAGVTSVGTGCGQRl^GVYTX^/TEVLPWIY 
SCQI^SGGPLVCEQNNRWYUMSVTSWGTGCGQRN^^ 



SKMESEVRFRKS 
SKMESEVRFRKS 




SIGNED B 



DATE _ 



WITNESSED AND \ 
r.RO<;S REFERENCES: 



UNDERSTOOD BY ^^fW^^. K ' ]VV^ ^ DATE _ 



